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Commissioner for Patents 
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Dear Sir: 


This is a response to the outstanding Office Action mailed on March 8, 2004. 

Amendments to the Claims are reflected in the listing of claims that begins on page 2 of 
this paper. 


Remarks begin on page 9 of this paper. 
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Appl. No. 07/330,446 

Amendment dated August 13, 2004 

Reply to Final Office Action of March 8, 2004 

Amendments to the Claims: 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

Listing of Claims 

1 . (Previously Amended) A pure peptide product derived from human 
glioma cells exhibiting monocyte chemotactic activity at a concentration of 1 nM; said 
peptide product exhibiting an estimated molecular mass of about 8,400 daltons. 

2. (Currently Amended) The pure peptide product of claim 1 obtained by the 
process comprising the steps of: 

(I) culturing live cells derived from: 

(a) human glioma cell line U-105MG, or 

(b) human peripheral blood mononuclear leukocytes, in an 
appropriate growth medium 

(II) separating said cells from said growth medium; 

(III) chromatographing said growth medium on an Orange- A Sepharose 
column, utilizing an appropriate solvent, and collecting the fractions which contain the 
desired peptides; 

(IV) chromatographing said peptide containing fraction obtained in Step IE on 
an appropriate cation-exchange HPLC column, utilizing appropriate solvents, and 
collecting the fractions which contain said desired peptides; 

(V) chromatographing said peptide containing fractions obtained in Step IV on 
a reverse phase HPLC column, utilizing an appropriate solvent, and collecting the 
fractions containing said desired peptides; and 

(VI) removing liquid from said peptide containing fractions obtained in Step V, 
to give said peptide product as in a solid form. 

3. (Previously Amended) The pure peptide product of claim 1, which is 
derived from glioma cell line U-105MG, said peptide product comprising an amino acid 
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sequence of: 


1 10 20 30 

XPDAINAPVTCCYNFTNRKISVQRLASYRRITSSKCPKE 


40 50 60 70 

AVIFKTIVAKEICADPKQKWVQDSMDHLDKQTQTPKT 


wherein: 

A is Alanine; 
C is Cysteine; 
D is Aspartic Acid; 
E is Glutamic Acid; 
F is Phenylalanine; 
H is Histidine; 
I is Isoleucine; 
K is Lysine; 
L is Leucine; 
M is Methionine; 
N is Asparagine; 
P is Proline; 
Q is Glutamine; 
R is Arginine; 
S is Serine; 
T is Threonine; 

V is Valine; 

W is Tryptophan; 

Y is Tyrosine; and 

X is pyroglutamic acid. 

4. (original) A method of preparing a pure peptide product, having a 
molecular weight of about 8,400 daltons, and exhibiting optimal monocyte chemotactic 
activity at a concentration of 1 nM ; said method comprising the steps of: 

(I) culturing live cells derived from: 

(a) human glioma cell line U-105MG, or 

(b) human peripheral blood mononuclear leukocytes, in an 
appropriate growth medium; 

(II) separating said cells from said growth medium; 
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(HI) chromatographing said growth medium on an Orange-A Sepharose 
column, utilizing an appropriate solvent, and collecting the fractions which contain the 
desired peptides; 

(IV) chromatographing said peptide containing fractions obtained in Step HI on 
an appropriate cation-exchange HPLC column, utilizing appropriate solvents, and 
collecting the fractions which contain said desired peptides; 

(V) chromatographing said peptide containing fraction obtained 

in Step IV on a reverse phase HPLC column, utilizing an appropriate solvent, and 
collecting the fractions containing said desired peptides; and 

(VI) removing liquids from said peptide containing fractions obtained in Step 
V, to give said peptide product in a solid form. 

5. (Cancelled) 

6. (Original) A method of treating neoplasms in a human which comprises 
administering to a human an effective neoplasm treating amount of the purified peptide 
product of claim 1. 

7. (Original) A pharmaceutical composition comprising: 
the pure peptide product of claim 1 ; and 

a pharmaceutical^ acceptable carrier therefor. 

8-19. (Cancelled) 
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20. (Currently Amended) A pure peptide produc e product exhibiting optimal 
monocyte chemotactic activity at a concentration of 1 nM, said peptide product 
exhibiting an estimated molecular mass of about 8,400 daltons and comprising an amino 
acid sequence of: 


1 10 20 30 

XPDAINAPVTCCYNFTNRKISVQRLASYRRITSSKCPKE 


40 50 60 70 

AVIFKTIVAKEICADPKQKWVQDSMDHLDKQTQTPKT 


wherein: 

A is Alanine; 
C is Cysteine; 
D is Aspartic Acid; 
E is Glutamic Acid; 
F is Phenylalanine; 
H is Histidine; 
I is Isoleucine; 
K is Lysine; 
L is Leucine; 
M is Methionine; 
N is Asparagine; 
P is Proline; 
Q is Glutamine; 
R is Arginine 
S is Serine; 
T is Threonine; 

V is Valine; 

W is Tryptophan; 

Y is Tyrosine; and 

X is pyroglutamic acid; 

or a substantially homologous amino acid s e qu e nc e th e reto conservative amino acid 
substitutions thereof 


21-25. (Cancelled) 
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26. (New) A recombinant peptide comprising the amino acid sequence: 

1 10 20 30 

QPDAINAPVTCCYNFTNRKISVQRLASYRRITSSKCPKE 

40 50 60 70 

AVIFKTIVAKEICADPKQKWVQDSMDHLDKQTQTPKT 

wherein: 

A is Alanine; 
C is Cysteine; 
D is Aspartic Acid; 
E is Glutamic Acid; 
F is Phenylalanine; 
H is Histidine; 
I is Isoleucine; 
K is Lysine; 
L is Leucine; 
M is Methionine; 
N is Asparagine; 
P is Proline; 
Q is Glutamine; 
R is Arginine 
S is Serine; 
T is Threonine; 

V is Valine; 

W is Tryptophan; and 

Y is Tyrosine; 

or conservative amino acid substitutions thereof. 


27. (New) An isolated peptide comprising an amino acid sequence encoded 
by a nucleic acid sequence having a sequence of: 

CAG CCA GAT GCA ATC AAT GCC CCA GTC ACC TGC TGT TAT AAC TTC 
ACC AAT AGG AAG ATC TCA GTG CAG AGG CTC GCG AGC TAT AGA AGA 
ATC ACC AGC AGC AAG TGT CCC AAA GAA GCT GTG ATC TTC AAG ACC 
ATT GTG GCC AAG GAG ATC TGT GCT GAC CCC AAG CAG AAG TGG GTT 
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CAG GAT TCC ATG GAC CAC CTG GAC AAG CAA ACC CAA ACT CCG AAG 
ACT 

28. (New) An isolated peptide obtained by a process comprising the steps of: 
(I) culturing a host cell transformed with a nucleic acid encoding a 
polypeptide comprising the amino acid sequence: 

1 10 20 30 

QPDAINAPVTCCYNFTNRKISVQRLASYRRITSSKCPKE 

40 50 60 70 

AVIFKTIVAKEICADPKQKWVQDSMDHLDKQTQTPKT 

wherein: 

A is Alanine; 
C is Cysteine; 
D is Aspartic Acid; 
E is Glutamic Acid; 
F is Phenylalanine; 
H is Histidine; 
I is Isoleucine; 
K is Lysine; 
L is Leucine; 
M is Methionine; 
N is Asparagine; 
P is Proline; 
Q is Glutamine; 
R is Arginine 
S is Serine; 
T is Threonine; 

V is Valine; 

W is Tryptophan; and 

Y is Tyrosine; 

or conservative amino acid substitutions thereof. 


(II) recovering the polypeptide from the cell. 
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29. (New) A method of treating neoplasms in a human which comprises 
administering to a human an effective amount of the peptide of any of claims 26-28. 

30. (New) A pharmaceutical composition comprising: 
the peptide of any of claims 26-28; and 

a pharmaceutically acceptable carrier therefor. 
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Reply to Final Office Action of March 8, 2004 

REMARKS 

Applicant has carefully reviewed and considered the Office Action mailed on 
March 8, 2004, and requests reconsideration of the rejection of the claims. 

Claims 21 - 25 are cancelled without prejudice or disclaimer. Applicants reserve 
the right to pursue the subject matter of these claims in one or more continuation 
applications. 

Claims 2 and 20 have been amended. Claim 2 was amended to delete the 
typographic error "as" in the last line of the claim. Claim 20 was amended to correct a 
typographic error and to clarify the claim. The amendment to claim 20 is supported 
throughout the specification, including at page 11, lines 1-6. 

Claims 26-30 have been added. Support for the added claims can be found in 
throughout the specification including at page 4 line 9 to page 5 line 21; page 14, lines 1- 
16; page 16, line 12 to page 17, line 21; and page 42, line 19 to page 43, line 8. No new 
matter has been added. 

Accordingly, claims 1-4, 6, 7, 20, and 26 -30 are pending in this application. 

Applicants thank the Examiner for properly re-setting the mailing date of the 
present office action from January 8, 2004 to March 8, 2004. 

Interview 

Applicants thank Examiner Carlson for the interview conducted on August 12, 
2004. Applicants discussed cancelling claims 21-25 and presenting new claims 26-30. 
Applicants discussed that the sequence of claims 26 and 28 have a glutamine at the N 
terminus rather than pyroglutamic acid and that this sequence is described in the 
specification. We also discussed language regarding conservative amino acid 
substitutions. 

Applicants also submit herewith Gong et al, J. Exp. Med.. 181:631 (1995) as 
Exhibit A and Van Coillie et al., Biochemistry. 37:12672 (1998) as Exhibit B. The Gong 
et al. reference (Exhibit A) clearly indicates that a wild type pyroglutamic is not essential 
for binding and function of MCP-1. (See page 634). The Van Coillie et al. reference 
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shows that there is heterogeneity regarding MCP proteins in that the pyroglutamic of 
MCP-2 is required for chemotactic activity. (See page 12678, column 2). The authors 
also note that the pyroglutamic acid is not essential for activity of MCP- 1. (See page 
12678, column 2). 

35 U.S.C. §112, first paragraph 

Claims 21-25 were again rejected under 35 U.S.C. §112, first paragraph, as 
lacking a written description for non-human sources of the protein. The examiner's 
position remains essentially unchanged from the prior office action mailed February 15, 
2000. Applicants maintain their traverse to the rejection for the reasons stated in the 
amendment filed August 15, 2000. However, in order to expedite prosecution and permit 
the remaining claims, indicated allowable, to proceed to issue Applicants' have cancelled 
claims 21-25 and reserve the right to pursue them in a separately filed continuation 
application. 

Obviousness-type Double Patenting 

Claims 1-4, and 6-7 were rejected under obviousness-type double patenting. 
These claims resulted from a restriction requirement of June 22, 1989 of then copending 
application USSN 07/304,234, now abandoned, refiled as USSN 07/686,264, now U. S. 
Patent 6,090,795. A Terminal Disclaimer of the present claims over claims 1 8-29 of co- 
pending USSN 07/686,264, now U.S. Patent 6,090,795, is enclosed to overcome the 
obviousness-type double patenting rejection of all pending claims. 
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Conclusion 

Applicant respectfully submits that the claims are in condition for allowance and 

notification to that effect is earnestly requested. If the Examiner believes a telephone 

conference would advance the prosecution of this application, the Examiner is invited to 

telephone the undersigned at (612) 336-4686 or the below-listed main telephone number. 

Respectfully submitted, 

MERCHANT & GOULD P.C. 
P.O. Box 2903 

Minneapolis, MN 55402-0903 
(612) 332-5300 


Date: 


Katherine M. Kowalchyk 
Reg. No. 36,848 
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It is certified that error appears in the above-identified patent and that said Letters Patent is 
hereby corrected as shown below: 

Col 27, line 23, claim 2: "obtained in Step IV" should read --obtained in Step III- 

Col. 27, line 28, claim 2: "obtained in Step IV" should read -obtained in Step IV- 

Col. 27, line 34, claim 2: "peptide product as" should read —peptide product— 

Col. 28, line 6, claim 4: "AVLFKTTYAKEICADPKQKWVQDSMDHLDKKTQTPKT" 
should read -AVIFKTIVAKEICADPKQKWVQDSMDHLDKRTQTPKT- ' v 

Col. 28, line 24, claim 4: delete duplicate "or conservative amino acid substitutions thereof." 
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Col. 30, line 15, claim 10; "appropriate cation change" should read -appropriate cation- 
exchange— 


MAILING ADDRESS OF SENDER: 
Merchant & Gould P.C 
Attn: Ka the line M. Kowalchyk 
P.O. Box 2903 

Minneapolis, MN 55402-0903 


PATENT NO. 
Docket No. 
No. of add'l copies 


6.869,924 B1 
11613.12USI1 
0 


23552 


PATENT TRADEMARK OFFICE 


OCT 5 


ft* 


